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(57) Abstract 

This invention relates to the discovery of a novel tumor suppressor gene which is associated with multiple endocrine neoplasia type 
111(5 Bene has been designated MEN1 and the gene product is menin. The absence of this protein and associated mutations in the 
corresponding gene have been identified in individuals suffering from multiple endocrine neoplasia type I. The identification of this marker 
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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -62 as originally filed 

Claims, No.: 

1 -37 as originally filed 

Drawings, sheets: 

1/4-4/4 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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1. Statement 



Novelty (N) 


Yes: 


Claims 


1-11, 14-29, 32-35 




No: 


Claims 


12, 13, 30, 31,36, 37 


Inventive step (IS) 


Yes: 


Claims 


1-11, 14-29, 32-35 




No: 


Claims 


12, 13, 30, 31,36, 37 


Industrial applicability (IA) 


Yes: 


Claims 


1-37 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether 
claims are fully supported by the description, are made: 

see separate sheet 
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1. Citations 

The documents mentioned in the present International Preliminary Examination 
Report are numbered as in the search report, i.e. D1 corresponds to the first 
document of the search report etc. 

The priority document pertaining to the present application was not available at 
the time of establishing this first written opinion. Hence, the current assessment is 
based on the assumption that all claims enjoy priority rights from the filing date of 
the priority document. If it later turns out that this assumption is incorrect, 
documents D2 and D3 cited in the search report could become relevant to the 
assessment of whether the present application satisfies the criteria set forth in 
Article 33(1) PCT. 

2. Reasoned statement on Novelty, Inventive Step and Industrial Applicability 
(Section V) 

D1 is the closest prior art. In said document, the MEN-1 locus is mapped to 
chromosome 1 1 in the vicinity of the human muscle phosphorylase gene. The 
exact position is not known, neither is anything about the nature of the gene itself. 

D4 discloses a mouse-derived EST corresponding to a transcript running in the 
opposite direction to MEN-1 and covering parts of exons 7-10. D5 discloses a 
mouse-derived EST corresponding to most of exon 2 of MEN-1. D6 discloses a 
mouse-derived EST corresponding to part of exon 1 and most of exon 2. None of 
these ESTs have had a function attributed to them or have been identified as 
being linked to any condition. 

2. 1 Novelty (Art.33(2) PCT) 

Claim 12 is not novel since a protein comprising Seq.lD No.2 can have any 
additional sequences which could comprise epitopes to which known proteins 
bind. Further, antibodies capable of binding menin may already exist. If applicant 
were to claim the raising of antibodies against menin he would automatically 
obtain protection for the products of this process. Similarly, in claim 13, both (i) 
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and (ii) allow for large undefined portions of protein - hence, claim 13 is also not 
novel. 

A cell comprising a nucleic acid encoding a subsequence of unspecified size 
cannot be considered novel (claim 30) 

Claim 31 is totally unacceptable since the length of the nucleotide that hybridizes 
is not disclosed. Undoubtedly, nucleotides which fall under the scope of the claim 
are known. (It is further noted that the scope of the claim extends far beyond 
anything that could be considered related to the problem solved by the applicant). 

Novelty cannot be acknowledged for claims 36 and 37 until the menin polypeptide 
has been adequately technically defined. 

2.2 Inventive Step (Art.33(3) PCT) 

Claims 1-11, 14-29, 32-35 are inventive. The prior art stops far short of identifying 
the exact position of the MEN-1 gene. Further, no sequence information or 
functional information allowing one to narrow down the large number of candidate 
genes one would expect in the MEN-1 harbouring region was available. 
According to D3, many candidate genes have been screened for mutations and 
excluded as MEN-1 and the search has been proceeding for a number of years. 
Applicant was the first to select the correct gene for screening. Hence, the 
isolation of MEN-1 and its use to enable screening for patients harbouring 
mutations in this gene has to be considered inventive. 

2.3 Industrial Applicability (Art.33(4) PCT) 

Claims 1-37 appear to have industrial applicability 
3. Certain observations (Section VIII) 
3.1 Clarity (Art.6 PCT) 

The term "menin" in claims 6, 14, 15, 19, 23-25, 27-30, 34 and 36 is an arbitrary 
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definition not known to the skilled person. 

The term "stringent conditions" in claims 8 and 31 should be technically defined. 

The meaning of "a nucleotide sequence essentially encoding" in claim 25 is 
absolutely unclear. 

The 60% level of similarity in claim 9(b) is considered too broad - applicant should 
introduce the subject-matter of claim 10 into the claim. Even then, given the 
inability to functionally limit the claim the acceptability of the claim is questionable. 

Claims 28 and 29 should presumably refer back to the kit of claim 27. 
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